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© 4-Plperidinealkanarn!ne derivatives. 



© Compounds of general formula I (Z = 0) are prepared by reacting 4-piperidinealkanamines with carboxylic 
acids or reactive derivatives thereof, such as the esters of lower aliphatic alcohols or acid halides. Compounds of 
genera! formula I (Z = CONH) are likewise obtained by means of the reaction between 4-piperidineaicanamines 
and isocyanates. 
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(3-methylsulfonylaminomethyl)-thiophenyl, 5-(2,4-dimethyl)-thiazolyl, etc. 

R 3 can also mean a cyclic or heterocyclic carbon radical, with more or less unsaturation, such as, for 
example: cyclohexyl, 1-cycIohexenyl cyclopentyl, 1-cyclopentenyl, 2-tetrahydrothiophenyl, 2- 
tetrahydrothiophenyl-methyi, 2-tetrahydrofuranyl, etc, 

5 The 4-piperidinalcanamines used in the present invention are compounds which are sufficiently 

described in the literature. Some of them, such as 1-(1-methylethyl)-4-piperidinamine. Vmethyl-4-hydroxy- 
4-aminomethyl-piperidine, 1-(3-pyridyl-methyl)-4-aminopiperidine, etc. are not described in the literature, but 
they may be prepared, with very high yields by the methods so described in the bibliography, such as, for 
example, N.H. Harper et al. (J. Med. Chem, 7(6), 729 (1964)), or G. Regnier (Chim. Ther. 3, 185 (1969)). 

70 from easily obtained products, such as ethyl acrylate. isopropylamine, methylamine, 3-aminomethyi-piridine, 
etc., which are transformed into the corresponding N-substituted 4-piperidinones. The derivatives of 4- 
piperidinamines (R 2 = H) are obtained by reduction of its oximes. The reaction between the 4-piperidones 
and nitro-methane, which process is likewise described in the bibliography. G. Regnier (Chim. Ther. 174 
(1969)) gives 4-hydroxy-4-nitromethyl-piperidines, which, on being reduced by Zn/H* (Belg. 818.471) 

;s produce 4-hydroxy-4-aminomethylpiperidine (R 2 = OH) derivatives. 

The reduction of 4-piperidinones with NaBH* and subsequent treatment of the 4-piperidinol obtained 
with p-toluensulfonyl and KOH results in 4-cyanopiperidines which are reduced with LiAIH and to the 
corresponding 4-piperidine-methanamines, such as, for example, 1-(1 -methyl ethyl)-4-piperidine- 
methanamine or 1-(2-phenylethyl)-4-piperidine-methanamine. 

20 As regards the carboxylic acids used, and their reactive derivatives, these are products described in the 
bibliography. Thus, synthesis of 2-tetrahydrothtophenyl-acetic acid is effected by the method of Wrobel et 
al. (Synthesis, 452 (1987)) for obtaining 2-tetrahydrothiofene-carboxylic acid, and the subsequent Arndt- 
Eistart reaction to which it is subjected. 

The aromatic or alkylarylic isocyanates used in the preparation of compounds of formula I (Z = CONH) 

25 are obtained by means of the process described by H. Ulrich et al. (Synthesis, 277 (1979). 

The invention is performed, in practice, by reacting a carboxylic add R 3 (CH2) m COOH with a 4- 
piperidinalcanamine in the presence of a condensing agent such as N,N-dicycIohexylcarbodiimide in a 
suitable inert solvent, such as tetrahydrofurane, dioxane. dimethylformamide or dimethyisulfoxide, at 
temperatures of between 20 and 60 " C and in a period of from 1 to 24 hours. . 

30 The process can also be effected by reacting an acid chloride R 3 (CH 2 ) m COCI with a suitable 4- 
piperidinalcanamine in ethyl ether, chloroform, tetrahydrofurane, dichloromethane, dioxane*or benzene at 20 
to 60* C for 1 to 5 hours, to give the carb.oxamide chlorhidrate of genera! formula I. 

A further variant of the invention consists in using an ester R 3 (CH 2 ) m COOR 5 (R 5 = Me, Et, 
MaOCH2CH2, which is reacted with the 4-piperidinaicanamine in a solvent having a high boiling point, such 

35 as toluene, xylene, dimethylformamide, etc., at the boiling temperature thereof during 6 to 48 hours in the 
presence of suitable condensing agents, such as, for example, 4A molecular sieve, sodium ethoxide or 4- 
methyl-benzenesulfonic acid. The carboxamide formed is purified by crystallization in a suitable solvent, 
usually mixtures of EtOH, MeOH or isopropanoi with H 2 0. 

Finally, the reaction between isocyanates R 3 (CH 2 ) m NCO and 4-piperidinaicanamines takes place in an 

40 inert solvent such as ethyl acetate, toluene,- ethyl ether or tetrahydrofurane, at temperatures of between 0 
and 20* C and for a period of time of from 1 to 24 hours.' 



EXAMPLES 

45 

The following examples serve exclusively to illustrate the present invention, wherefore all details not 
affecting the contents thereof may be modified, and in no case may they be considered as limiting the 
invention in any way. 

50 

Example 1. N- [-(2-PHENYLETHYL)-4-HYDROXY-4-PIPERlDINYL] METHYL-2-THlOPHENECARBOXAMIDE 
CHLORHIDRATE 

55 A solution of 12 g of 4-hydroxy-4-aminomethyl-1-(2-phenylethyl)piperidine in 200 ml of tetrahydrofurane 
is added to a vigorously-shaken mixture of 10 g of 2-thiophenocarboxylic acid and 16 g of N,N- 
dicyclohexylcarbodiimide in 100 ml of tetrahydrofurane at 20 to 25* C. After 24 hours the reacting mixture 
is filtered, and the filtrate is concentrated to dryness at reduced pressure. The residue is dissolved in 50 ml 
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of ethanol and the solution is subjected to a stream of dry HCI until cloudiness starts to appear, thus 
crystallizing the carboxamide chlorhydrate formed (Yield 65 - 70 %). MP: 255-7 * C (d). 

Example 2. N- [1-(2-PHENYLETHYL)-4-PIPERIDlNYLl -2-THIOPHENECARBOXAMIDE 

50 g of 1-(2-phenylethyl)-4-aminopiperidine chlorhydrate are shaken with 500 ml of a 2N KOH solution 
externally cooling in a water bath. 150 ml of toluene and 25 ml of the chloride of 2-thiophenecarboxylic acid 
are added, shaking vigorously. A white carboxamide precipitate is formed. 

After 3 hours at 20* C the reacting mixture is filtered, and 95% of the desired product is obtained, 
which can be recrystallized from ethanol-water. 187-190* C (base). 

Example 3. 2,4-DIMETHYL-N- [1-(2-PHENYLETHY L)-4-HYDRQXY-4-PIPERIDINYL1 M ETHYL- 1 3- 
THIA2QLE-5-CARBOXAMIDE DICHLORHYDRATE — — — — ___ u_ 

A solution of 1.23 g of the chlorhydrate of 2,4-dimethyl-1.3-thiazole-5-carboxylic acid in 20 ml of ethyl 
ether is added to a suspension of 1.2 g of 1-(2-phenyl 3 thyl)-4-hydroxy-4-aminomethyl-piperidine in 40 ml of 
ethyl ether, vigorously shaken. A light-coloured precipitate is rapidly formed. After 1 hour at 20 " C it is 
filtered and stored in a vaccuum drier. It is an extremely hygroscopic product, deliquescent, with MP = 
300 C (yield: 80%). 



Example 4. N- [1-(METHYLETHYL)-4-PIPERIDINYLl -2-THIOPHENECARBOXAMIDE 

A solution of ethyl 2-thiophenecarboxylate (15.6 g) in 200 ml of anhydrous xylene is treated with 13 g of 
1-(1-methylethyl)-4-aminopiperidine. and the mixture is heated to reflux for 8 hours in a Soxhlet-type 
extraction system, the cartridge whereof contains 10 g of 4A molecular sieves. The reacting mixture is 
concentrated under low pressure, and the residue is. treated with 100 ml of ethanol and then subjected to a 
stream of dry HCI gas until it reaches a pH of 5. The chlorhydrate of the carboxamide is crystallized on 
standing. Yield 65%. (MP: 150 - 152 C). 

Example 5. N- [1-(2-PHENYLETHYL)-4 -HYOROXY-4-PIPERID»NYL1 METHYL-2- 
THIQPHENEPROPENAMIDE ~ — 1 

6.2 g of 2-thiophenepropanoic acid are heated with 5 g of SOCI 2 up to 140 " C until gases are not 
evolved (1 hour), the crude product is dissolved in 100 ml of anhydrous THF, and this solution added 
dropw.se. onto a well-shaken and cooled solution of 8 g of 1-(2-phen y lethyl)-4- a minomethylpiperidine in 250 
ml of anhydrous THF. After shaking the resulting mixture for 5 hours at 20 ' C. the precipitate obtained 
namely the carboxamide chlorhydrate of 2-thiophenepropanoic acid, is collected. Yield: 85%. MP: 245 - 
247 C. 

Example 6. N- [1-(2-PHENYLETHYL)-4-PIPERIDINYL1 -TETRAHYDRO-2-THIOPHEN£CARBOXAMIDE 

In accordance with the process described in Example 5. and using 2-tetrahydrothiophenecarboxytic acid 
*JZ. i 2_phenv lethyl)-4-piperidinamine, the corresponding carboxamide is obtained. Yield: 85%. (MP: 258 - 



Example 7. 4-FLUQRQ-N- [1-(2-PHENYLETHYL)-4-PIPERIDINYLl -BENZENEACETAMIDE 

By treatment of 1-(2-pheny!ethyl)-4-aminopiperidine in Et 2 0 with the chloride of 4-fluorobenzeneacetic 
acid under the conditions described in Example 5, the corresponding carboxamide chlorhydrate is obtained 
in the form of a white, hygroscopic solid. 4-fluoro-N-1.(2-phenylethyl)-4-piperidinyl-ben ze neacetamide in the 
0 m«?« 13 obtained by diss ° lv in9 the white solid in H 2 0 and adjusting the pH of the solution to 8.5 
using NaOH. Yield: 75%. (MP: 160-163 C). 
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Example 8. N- [1-(2-PHENYLETHYL-4-PIPERIDINYL] -4-PYRlDINCARBOXAMIDE 

Using the same process as described in Example 5, the chlorhydrate of isonicotinic acid chloride is 
obtained, which, upon treatment with 1-(2-phenylethyl)-4-piperidineamine in anhydrous THF, gives the 
5 dichlorhydrate of the corresponding carboxamide. White solid, extremely hygroscopic. Yield: 55% (MP: 
260* C). 



Example 9. 3-METHYL-N- [1-(2-PHENYLETHYL)-4-PIPERlDlNYL] METHYL-2-THlOPHENECARBOXAMIDE 

70 

0.5 moles of 3-methyl-2-thiophenecarboxylic acid chlorine are dissolved in 500 mi of dry THF, and 
added, dropwise, at 20* C, to a vigorously shaken solution of 0.45 moles of 1-(2-phenylethyl)-4- 
piperidinamethanamine in 500 ml of dry THF. After 2 hours at 20* C the white precipitate of chlorhydrate is 
separated. Yield: 85%. (MP: 221-5* C). 

75 

Example 10. N- [1-(2-PHENYLETHYL)-4-PlPERlDINYL] -2-THIOPHENEACETAMIDE 

This product is obtained in the form of a chlorhydrate, a white crystalline solid, using the process 
20 described in Example 9. Yield: 90%. (MP: 207-10* C). 



Example 1 1 . N-[1 -(1 -METHYLETHYL)-4-PIPERIDINYL] -2-FURANECARBOXAMIDE 

25 The reaction between 2-furanecarboxy!ic acid chloride and 1-(1-methylethyl)-4-piperidinamine in THF, in 
accordance with the conditions described in Example 9, gives the chlorhydrate of the corresponding 
carboxamide, which is extremely hygroscopic. A solution of the latter in H 2 0 is treated with NaOH up to a 
pH of 8.5 to give a white crystalline solid which is the free base of the desired product. Yield: 80%. (MP: 
150-2* C). 

30 

Example 1 2. N- [1-(2-PHENYLETHYL)-4-PIPERIDINYL] METHYL-3-THIOPHENECARBOXAMtOE 

In accordance with the process described in Example 9. 3-thiophenecarboxylic acid chloride and l-(2- 
35 phenyIethyl)-4-piperidinemethanamine are reacted to give 90% of the carboxamide chlorhydrate, and 
amorphous and hygroscopic white solid. (MP: 225-8* C). 



Example 1 3. 2-HYDROXY-N- [1-(2-PHENYLETHYL)-4-PIPERIDlNYL] BENZENEACETAMIDE 

The reaction between 2-hydroxy-benzeneacetic acid 'and 1-(2-phenylethyl)-4-piperidinamine in THF, in 
the presence of DCC, according to the process described in Example 1. leads to the obtention of this 
product, with a yield of 55%. The chlorhydrate is an extremely hygroscopic product and the free base is 
obtained by means of the standard technique. (MP: 163-5* C). 

45 

Example 1 4. 4-ACETYLOXY-N-[1 -(2-PHENYLETHYL)-4-PlPERIDINYL]-BENZENEACETAMIDE 

The title compound is obtained with Example 5, by reacting the chloride of 4-acetyloxy-benzeneacetic 
so acid with 1-(2-phenylethyl)-4-piperidinamine in THF. The chlorhydrate is obtained with a yield of 75 - 80%. 
(MP: 100 - 201 * C). 



Example 15. 3-METHO>CY-5-PHENYL-N-[1-(2-PHENYLETHYL)-4-PIPERIDINYL] METHYL-2- 
55 THIOPHENECARBOXAMIDE 

From the chloride of 3-methoxy-5-phenyl-2-thiophenecarboxy!ic acid and 1-(2-phenylethyl)-4- 
piperidinamethanamine, and using the conditions described in Example 5, the corresponding chlorhydrate is 
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obtained with a yield of 90%. (MP: 216-19* C). 



Example 16. N-(1-PHENYLMETHYL-4-PlPERIDINYL)-BENZENEPROPENAMIDE 

By reacting a mixture of ethyl cynnamate and 1-phenylmethyl-4-piperidinamine in anhydrous xylene in 
the presence of a 1/10 M amount of 4-methylbenzenesuifonic acid at the reflux temperature (24 hours) in 
the proportions described in Example 4. the chlorhydrate of the corresponding carboxamide is obtained 
with a yield of 60 - 65%. (MP:223-6* C). 



Example 17. N-4-HYDROXYPHENYL-n'- [1-(2-PHENYLETHYL-4-PIPERIDINYL]-UREA 

A solution of 0.11 moles of 4-hydroxyphenyl isocyanate in 150 ml of ethyl acetate is treated at 20* C, 
dropwise. with a solution of 1-(2-phenylethyl)-4-piperidinamine (0.11 mol) in 100 ml of ethyl acetate. The 
mixture is shaken at 20* C for 3 to 4 hours, and the resulting solid is filtered and washed with hexane. 
recrystallizing from EtOH-HCL Chlorhydrate yield: 55%. (MP: 148 - 150* C). 



Example 18. N-4-HYDROXYPHENYL-n'- [1-METHYLETHYL)-4-PIPERIDINYL]-UREA 

Following an analogous process to that of Example 17, this product is obtained using 4-hydroxyphenyl 
isocyanate and l-(1-methylethyl)-4-piperidinamine. Yield: 50%. (MP (HCI) : 260 - 2 (d) # C). 



1. - The compounds of general formula I, wherein: R 1 is preferably an alkylic (Ci - C<), alicyclic (C 5 - 
C 6 ). alkylarylic or alky Iheteroary lie radical, as well as those resulting from the substitution in the aromatic 
ring with CH 3 , C 2 H 5 , OH. OCH 3i CF 3 , F, CI, Br, I, NH 2 and N0 2 , such as. for example: methyl, ethyl, propyl, 
isopropyl, cyclopentyl, cyclohexyl. 2-phenylethyl, 2-piperidinyl-methyl, 3-piperidinyi-methyl, 4-piperidinyl- 
methyl, 4-phenyl-4-hydroxy-butyl, 4-methoxyphenyl-4-hydroxy-butyl, 4-rnethoxy-phenyiethyI, etc.; 



Z can be Co, C0NH; R 2 



R 3 is preferably an arylic, alkylarylic. aikylheteroarylic or heteroarylic radical, as well as those resulting from 
the substitution in the aromatic ring with CH 3 , C 2 H 5 . OH. OCH 3 , CF 3 . F. CI, Br, I. NH 2t NHCOCH 3 
NHS0 2 CH 3 . N(CH 3 )S0 2 CH 3 , N0 2 , COOH, OCOCH 3 , N(CH 3 ) 2 . etc., such as. for example. 4-chlorophenyl- 
methyl. 3-chlorophenyl-methyI. 2-chlorophenyl-methyl, 4-hydroxyphenyl. 4-hydroxyphenyl-methyl. 3- 
hydroxyphenyl-methyl, 2-hydroxyphenyl-methyl. 4-acetyIoxyphenyl-methyl, 3-acetyloxyphenyl-methyi. 4- 
fluorophenyl-methyl. 3-fluorophenyl-methyl, 2-fluorophenyl-methyl, 4-methylphenyl-methyl. 3-methylphenyl- 
methyl. 2-methylphenyl-methyI, 2-thiophenemethyl. 3-thiophenemethyl, 2-thiophenemethyl t 2-(3-thiophenyl)- 
ethenyl. 2-furanemethyl, 3-furanemethyl, 2-pyridyl-methyI, 3-pyridyl-methyl, 4-pyridyl-methyl, 2-phenyN 
ethenyl, 2-thiophenyl, 3-thiophenyl, 2-furanyl. 3-furanyl, 2-pyridyl, 3-pyridyl, 4-pyridyl, 2-thiazolyl, 5-thiazolyl, 
2-(3-methylHhiopheny!, 2-(5-methyi)-thiophenyl. 2-(3-methoxy-5-methyl)-thiophenyl, 2-(3-methoxy-5-phe- 
nyl)-thiophenyl, 2-(3-methylsulfonylamino-methyl)-thiophenyl i 2-(3-methylsulfonylamine)-thiophenyI. 5-(2.4- 
dimethyl-thiazolyl), cyclohexyl, cyclopentyl, 1-cyclohexenyl. 1-cyclopentenyl, cyclohexyl-methyl, 1- 
(cyclohexenyl)-methyl, cyclopentyl-methyl, 1-(cyclopentenyl)-methyl t 2-tetrahydrothiophenyl, 2- 
tetrahydrofuranyl, 2-tetrahydrothiophenyl-methyl, 2-tetrahydrofuranyl-methyl, 4-dimethylaminophenyl-methyl, 
4-aminophenyl-methyl, 2-aminophenyl-methyl, etc. 



Claims 



n 



can be 0, 1 or 2; 
can be O, 1 or 2; 
can be OH, h\* 




(CH-) NHZ(CHO R 3 
^ n 2 m 
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2.- A process for preparing the compounds of formula I, in accordance with Claim 1 , wherein 2 = CO, 
characterised in that a carboxylic acid of formula R 3 (CH2) m COOH is reacted with a 4-piperidinaicanamine of 
formula II 



R - N 




II 



(CH 0 ) NH 0 
2 n 2 



TO 



wherein R\ R 2 , R 3 . m, n are as described in Claim 1. within a suitable solvent, such as dioxane. 
tetrahydrofurane, dimethylformamide or dimethylsulfoxide, in the presence of DCC. 

3. - A process for preparing the compounds of formula I, in accordance with Claim 1 , wherein Z = CO, 
rs characterised in that a 4-piperidinalcanamine of general formula II is reacted with an acid chloride of formula 

R 2 (CH2) m COCI f wherein R\ R 2 , R 3 , m f n are as described in CLaim 1, in a suitable solvent such as ethyl 
ether, chloroform, dioxane, dichioromethane benzene or tetrahydrofurane. 

4. - A process for preparing the compounds of formula I, in accordance with Claim 1 , wherein Z = CO, 
characterised in that a 4-piperidinalcanamine of general formula II is reacted with an ester of formula R 3 - 

20 (CH 2 ) m COOR 6 . wherein R\ R 2 . R 3 , m, n are as described in Claim 1, and R 6 is CH3, C2H5 or 
CH3OCH2CH2, in a solvent having a high boiling point, such as xylene, toluene or dimethylformamide. 

5. - A process in accordance with the compounds of general formula I, in accordance with Claim 1, 
wherein Z = CONH, characterised in that an isocyanate of formula R 3 (CH2) m NCO is reacted with a 4- 
piperidinalcanamine of general formula II, wherein R\ R 2 , R 3 , m, n are as described in Claim 1, in a suitable 

25 solvent, such as ethyl acetate, toluene, ethyl ether, or tetrahydrofurane. 

6. - Compounds of formula 1, wherein: 

R 1 = phenylmethyl, 2-phenylethyl, 1-methylethyl, methyl, ethyl, 4-hydroxy-4-phenylbutyl 
R 2 = H, OH 
n = 0 
30 z = CO 

in which the R 3 (CH2) m radical represents: 

C 6 H 5 CH = CH-. CeHsCKb-, 4-CH 3 COO-C 6 H4.CH 2 . 3-CH 3 COO-C 6 H 4 CH 2 -, 2-CH 3 C00-C G H4-CH 2 - ( 4-HO- 
C 6 H 4 -CH 2 -. 3-HO-C 6 H4-CH 2 -. 2-HO-C e Hi-CH 2 -. 3,4,5-(CH 3 0)-C 5 H2-CH 2 CH 2 4-CI-C s H*-CH 2 -. 3-CI- 
C 6 HiCH 2 - ( 2-CI-C 6 Ha-CH 2 -. 4-F-C 6 H4-CH 2 -, 3-F-C 6 H4-CH 2 - t 2-F-C 6 H4-CH 2 -, 4-HO-C 6 H4CH 2 CH 2 -, 4-CH 3 C 

35 00-C 6 H*CH 2 CH 2 .4-CH 3 -C 6 H4-CH2- ( 3-CH 3 -C 6 H*-CH 2 - t 2-CH 3 -C 6 H4-CH 2 -, 4-CH 3 0-C6H4-CH 2 -4-CH 3 0- 
C 6 H*-CH 2 CH 2 -, 3-CH3O-C6H4CH2-, 2-CH 3 O^C 6 H4-CH 2 -, 2-thiophenyl : . 3-thiophenyh 2-<2-thiophenyl)- 
ethene-1-yl, 2-(3-thiophenyl)-ethene-1-yi-, 2-thiophenemethyh 3-thiophenemethyI-3-methy!-2-thiophenyl- t 5- 
methyl-2-thiophenyl-, 3-hydroxy-5-methyI-2-thiophenyK 3-hydroxy-5-phenyl-2-thiophenyh 3-methoxy-5- 
methyl-2-thiophenyh 3-methoxy-5-phenyI-2-thiophenyl, 3-hydroxy-2-thiophenyh 3-methylsuIfcnylamino-2- 

aq' thiophenyi-, 3-methyIsuifonylaminomethyl-2-thiophenyl- ( 3-dimethylamino-2-thiophenyl-, 2,4-dimethyl-5- 
thiazolyl-. 2-tetrahydrothiophenyI-, 3-tetrahydroihiophenyl-, 2-tetrahydrothiophenyimethyl-, 3- 
tetrahydrothiophenylmethyh 2-furanyl-, 3-furanyh 2-furanylmethyl-, 3-furanylmethyh 2-tetrahydrofurany!-, 

3- tetrahydrofuranyl- t 2-pyridyl, 3-pyridyl. 4-pyridyl, 2-pyridyImethyh 3-pyridyimethyl-, 4-pyridylmethyl-, 
cyclohexyl, cyclopentyl, 1-cyclohexenyh 1-cyclopentenyh 1-cyclohexenylmethyl-l-cyclopentenylmethyI-, 

45 cyclohexylmethyl-, cyclopentylmethyl-, 4-H 2 NC 6 H4CH 2 -, 3-H 2 NC 6 H4CH 2 -, 2-H 2 N-C€H*CH 2 -, 4-(CH 3 ) 2 N- 
C6H4-CH2-3-(CH3) 2 N-C6H*-CH 2 -. 2<CH 3 ) 2 N-CgH4-CH 2 -, 4-CH 3 CONH-C s H4CH 2 - t 2-CH 3 C0NHC 6 H4-CH 2 -, 

4- CH 3 S0 2 NH-C 6 H4CH 2 -. 

7. - Compounds of formula I, wherein: 

R 1 = phenylmethyl. 2-phenylethyl, 1-methylethyl, methyl, ethyl, 4-hydroxy-4-phenylbutyl 
so R 2 = H. OH 
n = 1 
z = CO 

in which the R 3 (CH2) m radical represents: 

C 6 H S CH = CH-. C 6 H 5 CH 2 -, 4-CH 3 COO-C 6 H4CH 2l 3-CH 3 C00-C 6 H 4 CH 2 -, 2-CH 3 COO-C 6 H 4 -CH 2 -,4-HO-C 
55 6H*-CH 2 -, 3-HO-C 6 H*-CH 2 -. 2-H0-C 6 H 4 -CH 2 -, 3,4,5-(CH 3 0)-C 6 H 2 -CH 2 CH 2 4-CI-C 5 H4-CH 2 -, 3-CI-C 6 H 4 CH 2 - 
. 2-CI-C 6 H4-CH 2 - ( 4-F-C 6 H4-CH 2 - ( 3-F-C 6 H4-CH 2 -, 2-F-C 6 H4-CH 2 - t 4-H0-C 6 H 4 CH 2 CH 2 - ( 4-CH 3 COO- 
C 6 H4CH2CH2-4-CH 3 -C 6 H4-CH2-, 3-CH 3 -CsH4-CH 2 -, 2-CH 3 -C 6 H4-CH 2 -, 4-CH 3 0-C 6 H 4 -CH 2 -4-CH 3 0-C 6 H4- 
CH 2 CH 2 -, 3-CH 3 0-C6H4CH 2 -, 2-CH 3 0-C 6 H 4 -CH 2 - ( 2-thiophenyl-, 3-thiophenyl-, 2-(2-thiophenyl)-ethene-1 -yl, 
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2- (3-thiophenyl)-ethene-1 -yl-, 2-thiophenemethyl-, 3-thiophenemethyl-3-methyl-2-thiophenyl-, 5-methyl-2- 
thiophenyk 3-hydroxy-5-methyl-2-thiophenyl-, 3-hydroxy-5-phenyl-2-thiophenyl- ( 3-methoxy.5-methyl-2- 
thiophenyl-, 3-methoxy-5-phenyl-2-thiophenyl f 3-hydroxy-2-thiophenyh 3-methylsulfonylamino-2-thiophenyl- 
, 3-methylsulfonylaminomethyl-2-thiophenyh S-dimethylamino^-thiophenyh 2.4-dimethyl-5-thiazolyh 2- 
tetrahydrothiophenyl-, 3-tetrahydrothiophenyi-, 2-tetrahydrothiophenylmethyl-, 3-tetrahydrothiophenylmethyl- 
. 2-furanyl-, 3-furanyl- ( 2-furanylmethyl-, 3-furany!methyl- ( 2-tetrahydrofuranyl- t 3-tetrahydrofuranyh 2- 
pyridyl, 3-pyridyl, 4-pyridyl, 2-pyridylmethyI-, 3-pyridyimethy!- ( 4-pyridylmethyl-, cyclohexyl, cyclopentyl, 1- 
cyclohexenyl-, 1-cyclopentenyl-, 1-cyclohexenylmethyl-1-cyclopentenylmethyl-, cyclohexylmethyl-, 
cyclopentylmethyl-, 4-H 2 NC 6 H4CH 2 -, 3-H 2 NC G H4CH 2 -, 2-H 2 N-C 6 H4CH 2 -, 4-(CH 3 )2N-C s H4-CH2-3-(CH 3 ) 2 N- 
CeHi-CHs-. 2(CH 3 ) 2 N-C 6 H4-CH 2 - ( 4-CH 3 CONH-C 6 H 4 CH 2 - f 2-CH 3 CONHCeH4-CH 2 - 1 4-CH 3 S0 2 NH-C 

6HaCH2*. 

8. - Compounds of formula l f wherein: 

R 1 = phenylmethyl, 2-phenylethyl, l-methylethyl, methyl, ethyl, 4-hydroxy-4-phenylbutyl 
R 2 = H, OH 
n = 2 
z = CO 

in which the R 3 (CH 2 ) m radical represents: 

C S H 5 CH = CH-, C 6 H 5 CH 2 -, 4-CH 3 COO"C6H4CH 2 , 3-CH 3 COO-C s H*CH 2 -, 2-CH 3 COO-C 6 H4-CH 2 -, 4-HO- 
C 6 H4-CH 2 -, 3-HO-Ce H4-CH 2 -, 2-HO-C 6 H 4 -CH 2 -, 3,4 t 5-(CH 3 0)-C s H 2 -CH 2 CH 2 4-Ct-Ce H 4 -CH 2 - ( 3-CI- 
C 6 H A CH 2 -, 2-CI-C 5 H,.CH 2 -, 4-F-C 6 H4-CH 2 - ( 3-F-C 6 H4-CH 2 - ( 2-F-C e H4-CH 2 - t 4-HO-C e H*CH 2 CH 2 - f 4-CH 3 C 
OO.CsH4CH2CH2-4-CH3-C6H4.CH2., 3"CH 3 -C S H4-CH2-, 2-CH 3 -C 6 H4-CH 2 -, 4-CH 3 0-C 6 H4-CH 2 -4-CH 3 0- 
C6H4-CH2CH2-, 3-CH 3 0-CsH4CH 2 -. 2"CH 3 0-C 6 H4-CH 2 - f 2-thiopheny!-, 3-thiophenyh 2-<2-thiophenyl)- 
ethene-l-yl, 2-(3-thiophenyl)-ethene-1-yl-, 2-thiophenemethyh 3-thiophenemethy|.3-methyl-2-thiophenyh 5- 
methyl-2-thiophenyl-, 3-hydroxy-5-methyl-2-thiophenyl-, 3-hydroxy.5-phenyl-2-thiophenyt-, 3-methoxy-5- 
methyl-2-thiophenyl-, 3-methoxy-5-phenyl-2-thiophenyl, 3-hydroxy-2"thiophenyl- t 3-methylsuIfonylamino-2- 
thiophenyl-, 3-methylsulfonylaminomethyl-2-thiophenyl- ( S-dimethylamino^-thiophenyl-, 2,4<Iimethyl-5- 
thiazolyh 2-tetrahydrothiophenyl-, 3-tetrahydrothiophenyl-, 2-tetrahydrothiophenylmethyh 3- 
tetrahydrothiophenylmethyl-, 2-furanyl-, 3-furanyl-, 2-furanylmethyl-, 3-furanyImethyh 2-tetrahydrofuranyh 

3- tetrahydrofuranyl-, 2-pyridyl, 3-pyridyl t 4-pyridyl, 2-pyridylmethyl-, 3-pyridylmethyl- t 4-pyridylmethyh 
cyclohexyl f cyclopentyl, 1-cyciohexenyl-, 1-cyclopentenyl-, 1-cyclohexenylmethyl-1-cyclopentenytmethyl- t 
cyclohexylmethyl-, cyclopentylmethyl-, 4-H 2 NC 6 H4CH 2 -, 3-H 2 NC e H4CH 2 -, 2-H 2 N-C 6 H4CH 2 -,4-(CH 3 ) 2 N- 
C 5 H4-CH2-3-(CH 3 ) 2 N-C G H4-CH2- t 2(CH 3 ) 2 N-C G H4-CH 2 -. 4-CH 3 CONH-C 6 H4CH 2 - l 2-CH 3 CONHC 6 H4-CH 2 - 
4.CH 3 S0 2 NH-CsH4CH 2 -. 

9. - Compounds of formula I, wherein: 

R 1 = phenylmethyl, 2-phenylethyl, 1-methyIethyi. methyl, ethyi, 4-hydroxy-4-pheny!butyi 

R 2 = H, OH 

n = 0 

z = CONH 

in which the R 3 (CH 2 ) m radical represents: 

C S H 5 CH = CH-. C s H 3 CH 2 - t 4-CH 3 COO-C 6 H4CH2, 3-CH 3 COO-C 5 H4CH 2 -, 2-CH 3 COO-C 6 H4-CH2-, 4-HO- 
C S H4-CH 2 -, 3-HO-C 6 H4-CH 2 - t 2-HO-C 6 H4-CH 2 - f 3,4;5-(CH 3 0)-C s H 2 -CH 2 CH 2 4-CI-C 6 H4-CH 2 - 1 3-CI- 
C 6 H4CH 2 -, 2-CI.CsH4.CH2-. 4-F-C 6 H4-CH 2 -, 3-F-C € H4-CH 2 -, 2-F-C«Hi-CH 2 % 4-HO-C € H4CH 2 CH 2 -. 4-CH 3 C 
00-C 6 H4CH 2 CH 2 -4-CH 3 -C 6 H4.CH 2 - ( 3-CH 3 -C 6 H4-CH 2 -, 2-CH 3 -C 5 H4-CH 2 -, 4-CH 3 0-C5H4-CH 2 .4-CH 3 0- 
C 6 H4"CH 2 CH 2 -, 3-CH 3 0-C 6 H4CH 2 -, 2-CH 3 0-C 6 H4-CH 2 -, 2-thiopheny!-, 3-thiophenyi- f 2.<2-thiophenyl)- 
ethene-1-yl, 2-<3-thiophenyl)-ethene-1-yl-, 2-thiophenemethyl-, 3.thiophenemethy!-3-methyl-2.thiopheny|. ( 5- 
methyl-2-thiophenyh 3-hydroxy-5-methyl-2-thiophenyh 3-hydroxy-5-phenyi-2-thiophenyh. 3-methoxy-5- 
methyl-2-thiophenyh 3-methoxy-5-phenyl-2-thiophenyl, 3-hydroxy-2-thiophenyh 3-methylsulfonylamino-2- 
thiophenyK 3-methylsulfonylaminomethyl-2-thiophenyl-. 3-dimethylamino.2.thiopheny|., 2,4-<Jimethyl-5- 
thiazolyl-, 2-tetrahydrothiophenyl-, 3-tetrahydrothiophenyl-, 2-tetrahydrothiophenylmethyi- ( 3- 
tetrahydrothiophenylmethyl-. 2-furanyl-, 3-furanyh 2-furanylmethyl-, 3-furanylmethyl-, 2-tetrahydrofuranyl-, 

3- tetrahydrofuranyl-, 2-pyridyl, 3-pyridyl, 4-pyridyl, 2-pyridylmethyi-, 3-pyridylmethyl-, 4-pyridylmethyl-! 
cyclohexyl, cyclopentyl, 1-cyclohexenyl-, 1 -cyclopentenyl-, 1-cyclohexenylmethyl-l-cyclopentenyfmethyl-, 
cyclohexylmethyl-, cyclopentylmethyl-, 4-H 2 NC 6 H4CH 2 -, 3-H 2 NC 6 H4CH 2 -, 2-H 2 N-C s H4CH 2 -, 4-(CH 3 ) 2 N- 
C 6 H4-CH2-3-(CH 3 ) 2 N-C 6 H4-CH 2 -, 2(CH 3 ) 2 N-C e H4-CH 2 -. 4-CH 3 CONH-C 6 H4CH 2 - t 2-CH 3 CONHC e H4-CH 2 -, 

4- CH 3 S0 2 NH-C 6 H4CH 2 ". 

10.. Compounds of formula f, wherein: 

R 1 = phenylmethyl, 2-phenylethyl, 1 -methylethy I. methyl, ethyl, 4-hydroxy-4-phenylbuty I 
R 2 = H. OH 
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n = 1 

2 = CONH 

in which the R 3 (CH 2 ) m radical represents: 

CsH 5 CH = CH-, C 6 H s CH 2 - f 4-CH 3 COO-C 5 HiCH 2l 3-CH 3 C00~C s HtCH 2 -. 2-CH 3 C00-C 6 H 4 -CH 2 - ( 4-H0- 
C 6 H 4 -CH 2 -, 3-HO-C 6 H4-CH 2 -, 2-HO-C 6 H^CH 2 -, 3,4 ( 5-(CH 3 0)-CgH 2 -CH 2 CH 2 4-CI-C 6 H4-CH 2 -, 3-CI-. 
C 6 H*CH 2 - ( 2-CI-C 6 H4-CH 2 -, 4-F-C 6 H4-CH 2 -. 3-F-C G H4-CH 2 -, 2-F-C 6 H4-CH 2 -, 4-HO-C 6 H4CH 2 CH 2 -, 4-CH 3 C 
00-C 6 H4CH 2 CH 2 -4-CH 3 -C 6 H4-CH 2 - t 3-CH 3 -C s H4-CH 2 -, 2-CH 3 -C 6 H4-CH 2 -, 4-CH 3 0-C 6 H4-CH 2 -4-CH 3 0- 
C6H*-CH 2 CH 2 -. 3-CH 3 0-C € H4CH 2 -,, 2-CH 3 0-C 6 H*-CH 2 -, 2-thiophenyh 3-thiophenyh 2-(2-thiophenyl)- 
ethene-t-yl. 2-(3-thiophenyl)-ethene-1-yh 2-thiophenemethyh 3-thiophenemethyl-3-methyl-2-thiophenyh 5- 
methyl-2-thiophenyh 3-hydroxy-5-methyl-2-thiophenyh 3-hydroxy-5-phenyl-2-thiophenyh 3-methoxy-5- 
methy!-2-thiophenyh 3-methoxy-5-phenyl-2-thiophenyl, 3-hydroxy-2-thiophenyh 3-methylsulfonylamino-2- 
thiophenyh 3-methylsulfonylaminomethyl-2-thiophenyh 3-dimethylamino-2-thiophenyh 2,4-dimethyl-5- 
thiazolyl-. 2-tetrahydrothiophenyh 3-tetrahydrothiophenyl-, 2-tetrahydrothiophenylmethyh 3- 
tetrahydrothiophenylmethyh 2-furanyh 3-furanyh 2-furanylmethyl-, 3-furanylmethyh 2-tetrahydrofuranyh 

3- tetrahydrofuranyh 2-pyridyl. 3-pyridyl, 4-pyridyl t 2-pyridylmethyh 3-pyridylmethyh 4-pyridylmethyh 
cyclohexyl. cyclopentyl, 1-cyclohexenyi-, 1-cyclopentenyh 1-cyclohexenyImethyl-1-cyclopentenylmethyh 
cyclohexylmethyl-, cyclopentylmethyh 4-H 2 NC 6 H4CH 2 -, 3-H 2 NC 6 H4CH 2 -, 2-H 2 N-C$H4CH 2 - t 4-(CH 3 ) 2 N- 
C s H4-CH2-3-(CH3)2N-C 6 H4-CH2-, 2(CH 3 )2N-CsH4-CH2-, 4-CH 3 C0NH-C6H4CH 2 -, 2-CH 3 CONHC 6 H4-CH 2 -, 

4- CH 3 S0 2 NH-C 6 H4CH 2 -. 

11. - Compounds of formula I, wherein: 

R 1 = phenyimethyi, 2-phenylethyl, 1-methylethyl, methyl, ethyl, 4-hydroxy-4-phenylbutyl 

R 2 = H, OH 

n = 2 

2 = CONH 

in which the R 3 (CH 2 ) m radical represents: 

C 6 H S CH = CH-, C 6 H S CH 2 -. 4-CH 3 COO-CsH 4 CH 2( 3-CH 3 C00-Cs H4CH2-. 2-CH 3 C00-C s Hc-CH2-, 4-H0- 
C 6 H4-CH 2 -, 3-HO-C 6 H4-CH 2 - f 2-HO-C 6 H4TCH 2 - t 3,4,5-(CH 3 0)-CgH 2 -CH 2 CH 2 4-CI-C s H4-CH 2 -, 3-Ci- 
C 6 H4CH 2 - f 2-CI-C 6 H4-CH 2 - ( 4-F-C 6 H4-CH 2 -, 3-F-C 6 H4-CH 2 -, 2-F-C 6 H4-CH 2 -, 4-HO-CsH4CH 2 CH 2 -. 4-CH 3 C 
00-CsH4CH 2 CH 2 -4-CH 3 -C 6 H4-CH 2 -, 3-CH 3 -C 6 H4-CH2-, 2-CH 3 -C6H4-CH2-, 4-CH 3 0-C e H4-CH 2 -4-CH 3 0- 
C S H4-CH 2 CH 2 -. 3-CH 3 0-C 6 H4CH 2 - f 2-CH 3 0-C s H4-CH 2 - t 2-thiophenyh 3-thiophenyh 2-(2-thiophenyl)- 
ethene-1-yl, 2-(3-thiophenyl)-ethene-1 -yh 2-thiophenemethyl-, 3-thiophenemethy!-3-methyl-2-thiophenyl- t 5- 
methyi-2-thiophenyh 3-hydroxy-5-methyl-2-thiophenyh 3-hydroxy-5-phenylr2-thiophenyh 3-methoxy-5- 
methyl-2-thiophenyh 3-methoxy-5-phenyl-2-thiophenyl, 3-hydroxy-2-thiophenyh 3-methylsuifonylamino-2- 
thiophenyh 3-methylsulfonylaminbmethyl-2-thiophenyh 3-dimethylamino-2-thiophenyl-, 2,4-dimethyl-5- 
thiasrolyh 2-tetrahydrothiophenyl- ( 3-tetrahydrothiophenyl-, 2-tetrahydrothiophenylmethyh 3- 
tetrahydrothiophenylmethyh 2-furanyl-, 3-furanyh 2-furanylmethyl-, 3-furanylmethyh 2-tetrahydrofuranyh 

3- tetrahydrofuranyl-, 2-pyridyl, 3-pyridyl, 4-pyridyl, 2-pyridyimethyh 3-pyridylmethyh 4-pyridylmethyh 
cyclohexyl, cyclopentyl, 1-cyciohexenyh 1 -cyclopentenyh 1-cyciohexenylmethyl-1-cyclopentenyimethyl-, 
cyclohexylmethyl-. cyclopentylmethyl-, 4-H 2 NC s H4CH 2 -, S-HzNCsH+C^-, 2-H 2 N-C«H4CH 2 - f 4-(CH 3 ) 2 N- 
C6H4-CH2-3-(CH 3 ) 2 N-C6H4-CH2-. 2(CH 3 ) 2 N-C S H4-CH 2 -, 4-CH 3 CONH-C s H4CH 2 -. 2-CH 3 C0NHC 6 H4-CH 2 -, 

4- CH3SO2NH-C6H4CH2-. 

12. - Compounds of formula I, according to Claims 6, 7, 8, 9, 10 and 11, as well as pharmaceutical/ 
acceptable salts thereof, preferably chlohydrate, bromhydrate, citrate, tartrate and maleate. 



Amended claims in accordance with Rule 86(2) EPC. 

1 . - The compounds of general formula I, wherein: 
R 1 is preferably a lowe alkyl radical containing up to 3 carbon atoms such as methyl, ethyl and 1- 
4methyiethyl. An aryl-alkylene grouping AR-CH 2 -CH 2 in wich AR may have tge following meanings; phenyl 
or phenyl radical substituted by from 1 to 2 of the following substituents; F, CL, Br, I, CH 3 , C 2 Hs, OH, Och 3 , 
CF 3 , NH 2 and N0 2 . 
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m 



Z 



n 



can be Co, CONH; 
can be 0, 1 or 2;. 
can be 0, 1 or 2; 
can be 0H f H. 




(CHOMHZCCHO R 
^ n z m 



R 3 is preferably an alkylarylic. alkylheteroarylic or heteroarylic radical, as well as those resulting from the 
substitution in the aromatic ring with CH 3 . C 2 H S , OH, 0CH 3 , CF 3 , F, CI, Br, I, NH 2 , NHCOCH 3 , NHS0 2 CH 3 , 
N(CH 3 )S0 2 CH 3 , N0 2 . COOH, OCOCH 3l N(CH 3 ) 2 , etc., such as. for example. 4-chlorophenyl-methyl, 3- 
chlorophenyl-methyl, 2-chlorophenyl-methyl. 4-hydroxyphenyl, 4-hydroxyphenyl-methyl, 3-hydroxyphenyl- 
methyl. 2-hydroxyphenyl-methyl, 4-acetyloxyphenyI-methyl. 3-acetyloxyphenyl-methyl, 4-fluorophenyl-meth- 
yl. 3-fluorophenyl-methyl, 2-fIuorophenyl-methyl, 4-methylphenyi-methyi, 3-methylphenyi-methyl, 2- 
methylphenyl-methyl, 2-thiophenemethyl, 3-thiophenemethyl, 2-thiophenemethyl, 2-(3-thiophenyl)-ethenyl, 
2-furanemethyl, 3-furanemethyl, 2-pyridyl-methyl, 3-pyridyl-methyl, 4-pyridyl-methyl. 2-phenyl-ethenyl, 2- 
thiophenyl, 3-thiophenyi, 2-furanyl, 3-furanyl, 2*pyridyl ( 3-pyridyl, 4-pyridyl, 2-thiazolyl, 5-thiazolyl, 2-(3- 
methyl)-thiophenyl, 2-(5-methyJ)-thiophenyl, 2-(3-methoxy-5-methyl)-thiophenyl, 2-(3-methoxy-5-phenyl)- 
thiophenyl, 2-(3-methylsulfonylamino-methyl)-thiophenyl, 2-(3-methylsulfonylamine)-thiophenyl, 5-(2,4- 
dimethyl-thiazolyl), cyclohexyl, cyclopentyl, 1-cyclohexenyl, 1-cyclopenteny!. cyclohexyl-methyl, 1- 
(cyclohexenyl)-methyl, cyclopentyl-methyl, 1-(cyclopentenyl)-methyi. 2-tetrahydrothiophenyi, ' 2- 
tetrahydrofuranyl, 2-tetrahydrothiophenyi-methyl, 2-tetrahydrofuranyl-methyl, 4-dimethylaminophenyl-methyI, 
4-aminophenyl-methyI, 2-aminophenyl-methyl, etc. 

2.- A process for preparing the compounds of formula I, in accordance with Claim 1, wherein Z = CO, 
characterised in that a carboxylic acid of formula R 3 (CH 2 ) m COOH is reacted with a 4-piperidinalcanamine of 
formula II 



wherein R\ R 2 , R 3 , m. n are as described in Claim 1, within a suitable solvent, such as dioxane, 
tetrahydrofurane, dimethylformamide or dimethylsuifoxide, in the presence of DCC. 

3. - A process for preparing the compounds of formula I, in accordance with Claim 1 . wherein Z = CO, 
characterised in that a 4-piperidinalcanamine of general formula II is reacted with an acid chloride of formula 
R 3 (CH 2 ) m COCI, wherein R\ R 2 , R 3 , m, n are as described in CLaim 1, in a suitable solvent such as ethyl 
ether, chloroform, dioxane, dichloromethane benzene or tetrahydrofurane. 

4. - A process for preparing the compounds of formula I, in accordance with Claim 1. wherein Z = CO, 
characterised in that a 4-piperidinalcanamine of general formula II is reacted with an ester of formula R 3 - 
(CH 2 ) m COOR 6 , wherein R\ R 2 , R 3 . m. n are as described in Claim 1, and R« is CH 3 , C 2 H 5 or 
CH 3 OCH 2 CH 2f in a solvent having a high boiling point, such as xylene, totuene or dimethylformamide. 

5. - A process in accordance with the compounds of general formula I, in accordance' with Claim 1, 
wherein Z = CONH, characterised in that an isocyanate of formula R 3 (CH 2 ) m NCO is reacted with a 4- 
piperidinalcanamine of general formula II, wherein R\ R 2 . R 3 , m, n are as described in Claim 1, in a suitable 
solvent, such as ethyl acetate, toluene, ethyl ether, or tetrahydrofurane. 

6. - Compounds of formula I, wherein: 

R 1 = phenylmethyl, 2-phenylethyl, 1-methylethyl, methyl, ethyl. 
R 2 = H, OH 
n = 0 
z = CO 

in which the R 3 (CH 2 ) m radical represents: 

C 6 H 5 CH = CH-, C 6 H S CH 2 -, 4-CH 3 COO-C 6 H 4 CH 2> 3-CH 3 COO-C 6 H*CH 2 -, 2-CH 3 COO-C G H4-CH 2 -, 4-HO- 
C 6 H 4 -CH 2 -, 3-HO-C 6 hU-CH 2 -, 2-HO-C 6 H4-CH 2 -, 3,4,5-<CH:,0)-C 6 H 2 -CH 2 CH 2 4-CI-C 6 H4-CH 2 -. 3-CI- 
C e H4CH 2 -. 2-CI-C 6 H 4 -CH 2 - t 4-F-C 6 H4-CH 2 -, 3-F-C 6 H*-CH 2 -, 2-F-C 6 H 4 -CH 2 ., 4-H0-C 6 H4CH 2 CH 2 -, 4-CH 3 C 
00-C 6 H A CH 2 CH 2 -4-CH 3 -C 6 H4-CH 2 -, 3-CH 3 -C s H4-CH 2 -,. 2-CH 3 -C 6 H4-CH 2 -, 4-CH 3 0-C 6 H4-CH 2 -4-CH 3 0- 




II 
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C&H*-CH 2 CH 2 -, 3-CH 3 0-C 6 H*CH 2 -, 2-CH 3 0-C 6 H*-CH 2 -, 2-thiophenyk 3-thiophenyh 2-(2-thiophenyl)- 
ethene-1-yl. 2-(3-thiophenyl)-ethene-1-yh 2-thiophenemethyh 3-thiophenemethyl-3-methyl-2-thiophenyl-, 5- 
methyl-2-thiophenyl-. 3-hydroxy-5-methyl-2-thiophenyl-, 3-hydroxy-5-phenyl-2-thiophenyl-, 3-methoxy-5- 
methyl-2-thiophenyh 3-methoxy-5-phenyl-2-thiophenyl, 3-hydroxy-2-thiophenyl- ( 3-methylsulfonyIamino-2- 
thiophenyh 3-methylsulfonylaminomethyl-2-thiophenyl-, 3-dimethyiamino-2-thiophenyl-, 2.4-dimethyl-5- 
thia20lyl-, 2-tetrahydrothiophenyI-, 3-tetrahydrothiophenyh 2-tetrahydrothiophenylmethyl-, 3- 
tetrahydrothiophenylmethyl-, 2-furanyl-, 3-furanyl-, 2-furanylmethyl-, 3-furanylmethyl-, 2-tetrahydrofuranyl-, 

3- tetrahydrofuranyl-, 2-pyridyl, 3-pyridyl, 4-pyridyl, 2-pyridytmethyl-, 3-pyridylmethyh 4-pyridytmethyh 
cyclohexyl, cyclopentyl, 1 -cyciohexenyl-, 1 -cyclopentenyh 1-cyclohexenylmethyM-cyclopentenylmethyh 
cyclohexylmethyl-, cyclopentylmethyh 4-H 2 NC 6 H4CH 2 -, 3-H 2 NC 6 H4CH 2 -, 2-H 2 N-C 6 H*CH 2 - t 4-(CH 3 ) 2 N- 
C 6 Ht-CH2-3-(CH3)2N-C6Hi-CH 2 -. 2(CH 3 )2N-C 6 H4-CH2-, ^CHsCONH-CeH^C^-, 2-CH 3 CONHCsH4-CH 2 -, 

4- CH 3 S0 2 NH-Cs H4 CH 2 -. 

7. - Compounds of formula I, wherein: 

R 1 = phenylmethyl, 2-phenylethy! ( 1-methylethyl, methyl, ethyl, 
R 2 = H, OH 
n = 1 
z = CO 

in which the R 3 (CH 2 ) m radical represents: 

C 6 HsCH = CH- ( C 6 H 5 CH 2 -, 4-CH 3 COO-C 6 H4CH 2 , 3-CH 3 COO-C 6 H4CH 2 -, 2-CH 3 COO-C € HU-CH 2 -,4-HO-C 
6 Hi-CH 2 - ( 3-HO-C6HX-CH2-, 2-HO-C 6 H4-CH 2 - f 3,4,5-(CH 3 0)-C 6 H 2 -CH 2 CH 2 4-CI-C s HU-CH 2 -, 3-CI-C 6 H^CH 2 - 
, 2-CI-C6H4.-CH2-. 4-F-C 6 H4-CH 2 -, 3-F-C 6 H*-CH 2 -, 2-F-C s Ht-CH 2 -, 4-HO-Cs H4CH2CH2-, 4-CH 3 COO- 
C6H4CH2CH2-4-CH3-C6H4-CH2-, 3-CH 3 -C 6 H4-CH 2 -, 2-CH 3 -C 6 H4-CH 2 -, 4-CH 3 0-C 6 H4-CH2-4-CH 3 0-C 6 H4- 
CH2CH2-, 3-CH 3 0-C 6 H4CH 2 -, 2-CH3O-C6H4-CH2-, 2-thiophenyl-, 3-thiophenyh 2-(2-thiophenyl)-ethene-1-yl. 
2-(3-thiophenyl)-ethene-1-yh 2-thiophenemethyl-, 3-thiophenemethyl-3-methyl-2-thiophenyh 5-methyl-2- 
thiophenyh 3-hydroxy-5-methyl-2-thiophenyh 3-hydroxy-5-phenyl-2-thiophenyh 3-methoxy-5-methyl-2- 
thiophenyl-. 3-methoxy-5-phenyl-2-thiophenyl, 3-hydroxy-2-thiophenyh 3-methylsu!fonylamino-2-thiophenyl- 
, 3-methylsulfonylaminomethyl-2-thiophenyl- ( 3-dimethylamino-2-thiophenyl- f 2,4-dimethyI-5-thiazolyh 2- 
tetrahydrothiophenyh 3-tetrahydrothiophenyl-, 2-tetrahydrothiophenyImethyI-, 3-tetrahydrothiophenyImethyl- 
, 2-furanyl-, 3-furanyl-. 2-furanylmethyl- f 3-furanyimethyl-, 2-tetrahydrofuranyh 3-tetrahydrofuranyl-, 2- 
pyridylmethyh 3-pyridylmethyh 4-pyridylmethyh cyclopentyl, 1 -cyciohexenyl-, 1 -cyclopentenyh 1 - 
cyc!ohexenylmethyl-1-cyclopentenylmethyl-, cyclopentylmethyK 4-H 2 NCgH4CH 2 -, 3-H 2 NCcH4CH 2 -, 2-H 2 N- 
C6H4CH2-, 4-(CH 3 )2N-C6H4-CH2-3-(CH 3 )2N-C 6 H4-CH2-, 2(CH 3 )2N-C 6 H4-CH 2 -. 4-CH 3 CONH-C 6 H4CH 2 -, 2- 
CH3CONHC6 H4-CH2-, 4-CH 3 S0 2 NH-C 6 H4CH 2 -. 

8. - Compounds of formula I, wherein: 

R 1 = phenylmethyl, 2-phenylethyl. 1-methylethyl. methyl, ethyl, R 2 = H, OH 
n = 2 
2 = CO 

in which the R 3 (CH 2 ) m radical represents: 

C 6 HsCH = CH-. CsH 5 CH 2 -, 4-CH 3 COO-C 5 H4CH 2 , 3-CH 3 COO-C s H4CH 2 -. 2-CH 3 COO-C G H4-CH 2 -. 4-HO- 
C 6 H4-CH 2 -. 3-HO-C 6 H4-CH 2 - f 2-HO-C s H4-CH 2 -, 3,4,5-(CH 3 0)-C6H 2 -CH 2 CH 2 4-Cl-C 6 H4-CH 2 -. 3-CI- 
Cg H4CH2-, 2-CI-C 6 H*-CH 2 - ( 4-F-C 6 H4-CH 2 - f 3-F-C 6 H4-CH 2 -. 2-F-C s H4-CH 2 -, 4-HO-CsH 4 CH 2 CH 2 -, 4-CH 3 C 
OO-C6H4CH2CH2-4-CH3-C6H4-CH2-, 3-CH 3 -C 6 H4-CH 2 - f 2-CH 3 -C 6 H4-CH 2 -. 4-CH 3 0-C 6 H4-CH 2 -4-CH 3 0- 
CeH4-CH 2 CH 2 - ( 3-CH 3 0-C 5 H4CH2-. 2-CH 3 0-C 6 H4-CH2-. 2-thiophenyh 3-thiophenyl-, 2-(2-thiophenyl)- 
ethene-1-yl, 2-(3-thiophenyl)-ethene-1-yI-, 2-thiophenemethyl-. 3-thiophenemethyi-3-methyl-2-thiophenyh 5- 
methyI-2-thiophenyl-, 3-hydroxy-5-methyl-2-thiophenyl-, 3-hydroxy-5-phenyI-2-thiophenyi-, 3-methoxy-5- 
methyl-2-thiophenyl-, 3-methoxy-5-phenyl-2-thiophenyl, 3-hydroxy-2-thiophenyl- f 3-methylsulfonylamino-2- 
thiophenyh 3-methylsulfonylaminomethyl-2-thiophenyh 3-dimethylamino-2-thiophenyl-, 2 t 4-dimethyl-5- 
thiazotyh 2-tetrahydrothiophenyl-, 3-tetrahydrothiophenyl-. 2-tetrahydrothiophenyImethyl- ( 3- 
tetrahydrothiphenylmethyi-, 2-furanyl-, 3-furanyl-, 2-furanylmethyh 3-furanylmethyl-. 2-tetrahydrofuranyh 3- 
tetrahydrofuranyl-, 2-pyridylmethyl, 3-pyridylmethy l- t 4-pyridylmethyh cyclopentyl, 1 -cyciohexenyl-, 1 - 
cyclopentenyh 1-cyclohexenylmethy!-. 1-cyclopentenyimethyl-, cyclopentylmethyl-, 4-H 2 NCeH4CH 2 - t 3- 
H 2 NC 6 H4CH 2 -, 2-H 2 N-CsH4CH 2 -, 4-(CH 3 ) 2 N-C 6 H4-CH2-3-(CH 3 ) 2 N-C e H*-CH 2 -, 2(CH 3 ) 2 N-C 6 H4-CH 2 - ( 4- 
CH 3 CONH-Cg H4 CH 2 -, 2-CH 3 CONHC 6 H4-CH 2 -. 4-CH 3 S0 2 NH-C 6 H4CH 2 -. 

9. - Compounds of formula I. wherein: 

R ! = phenylmethyl, 2-phenylethyl, 1-methylethyl, methyl, ethyl, 

R 2 = H. OH 

n = 0 

2 = CONH 
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in which the R 3 (CH 2 ) m radical represents: 

C 6 H 5 CH = CH-. C 6 H 5 CH 2 -. 4-CH 3 COO-C 6 H4CH 2 , 3-CH 3 C00-C 6 H4CH 2 -, 2-CH 3 COO-C 6 H4-CH 2 -, 4-HO- 
C 6 H t -CH 2 -, 3-HO-C 6 H4-CH 2 -, 2-HO-C e H 4 -CH 2 -, 3,4,5-(CH 3 0)-C 6 H 2 -CH 2 CH 2 4-CI-C s H 4 -CH 2 - ( 3-CI- 
C 6 H4CH 2 - ( 2-CI-C 6 H4-CH 2 - ( 4-F-C 6 H4-CH2-. 3-F-C 6 H4-CH 2 -, 2-F-C 6 H4-CH2-. 4-H0-C 6 H4CH 2 CH 2 -, 4-CH 3 C 
00-C 6 H4CH 2 CH 2 -4-CH 3 -C 6 H4-CH 2 -, 3-CH 3 -C 6 H4-CH 2 -. 2-CH 3 -C 6 H4-CH 2 -, 4-CH 3 0-C 6 H4-CH 2 -4-CH 3 0- 
C 6 H 4 -CH 2 CH 2 - I 3-CH 3 0-C 6 H4CH 2 -, 2-CH 3 0-C 6 H4-CH 2 - ( 2-thiophenyl-, 3-thiophenyl- t 2-(2-thiophenyl)- 
ethene-1 -yl, 2-(3-thiopheny l)-ethene- 1 -yh 3-methyl-2-thiophenyl-, 5-methyl-2-thiophenyl-, 3-hydroxy-5- 
methyl-2-thiophenyl- ( 3-hydroxy-5-phenyl-2-thiophenyl-, 3-methoxy-5-methyl-2-thiophenyl-, 3-methoxy-5- 
phenyl-2-thiophenyl, 3-hydroxy-2-thiophenyl-, 3-methylsylfonylamino-2-thiophenyl-, 3- 

methylsulfonylaminomethyl-2-thiophenyh 3-dimethylamino-2-thiophenyl-, 2,4-dimethyf-5-thia20lyl-, 2- 
tetrahydrothiophenyh 3-tetrahydrothiopheny!- t 2-tetrahydrothiophenylmethyl-, 3-tetrahydrothiophenylmethyl- 
, 2-furanyh 3-furanyl-, 2-furanylmethyl-, 3-furanylmethyl- t 2-tetrahydrofuranyh 3-tegrahydrofuranyl-, 2- 
pyridyl, 3-pyridyI, 4-pyridyl, 4-H 2 NC 5 H4CH 2 -, 3-H 2 NC 6 H4CH 2 -, 2-H 2 N-C 6 H4CH 2 -, 4-(CH 3 ) 2 N-C 6 H4-CH2-3- 
(CH 3 ) 2 N-C e H4-CH 2 -, 2(CH 3 ) 2 N-C 6 H4-CH 2 - 1 4-CH 3 CONH-C e H4CH 2 -, 2-CH 3 CONHC 6 H4-CH 2 -, 4-CH 3 S0 2 NH- 
C? H4CH 2 -. 

10. - Compounds of formula 1, wherein: 

R 1 = phenylmethyl, 2-phenylethyl, 1-methylethyl, methyl, ethyl, R 2 = H, OH 

n = 1 

2 = CONH 

in which the R 3 (CH 2 ) m radical represents: 

CeH 5 CH = CH-. C 6 H 5 CH 2 -, 4-CH 3 C00-C 6 H4CH 2 , 3-CH 3 COO-C 6 H4CH 2 - ( 2-CH 3 COO-C fi H4-CH 2 - ( 4-HO- 
CeH.-CH 2 - t 3-HO-C s rVCH 2 -, 2-H0-C s H4-CH 2 -, 3 t 4 ( 5-(CH 3 0)-C 6 H 2 -CH 2 CH 2 4-CI-C 6 H^CH 2 - t 3-CI- 
C 6 H4CH 2 ., 2-CI.CsH4-CH 2 -, 4-F-C € H4-CH 2 - ( 3-F-C 6 H4-CH 2 -, 2-F-C 6 rVCH 2 - ( 4-H0-C 6 H4CH 2 CH 2 -, 4-CH 3 C 
00-C 5 H4CH 2 CH 2 -4-CH 3 -C 6 H4.CH 2 -, 3-CH 3 -C s H4-CH 2 -, 2-CH 3 -C 6 H4-CH 2 -, 4-CH 3 0-C 6 H4-CH 2 -4-CH 3 0- 
C 6 H4-CH 2 CH 2 -. 3-CH 3 0-C 6 H4CH 2 -, 2-CH 3 0-C 6 H4-CH 2 -, 2-thiophenyl-, 3-thiophenyl-, 2-(2-thiophenyl)- 
ethene-1-yl, 2-(3-thiophenyl)-ethene-1-yh 2-thiophenemethyl-, 3-thiophenemethy!-3-methyl-2-thiophenyi- t 5- 
methyl-2-thiophenyl-, 3-hydroxy-5-methyl-2-thiophenyh 3-hydroxy-5-pheny!-2-thiophenyh 3-methoxy-5- 
methyl-2-thiophenyl- t 3-methoxy-5-phenyl-2-thiophenyl, 3-hydroxy-2-thiophenyl-, 3-methylsulfonylamino-2- 
thiophenyl-, 3-methylsuIfonyIaminomethyl-2-thiophenyl-, 3-dimethylamino-2-thiophenyh 2,4-dimethyl-5- 
thiazolyl-, 2-tetrahydrothiophenyh 3-tetrahydrothiophenyl- t 2-tetrahydrothiophenylmethyl- f 3- 
tetrahydrothiophenylmethyh 2-furanyh 3-furanyl-, 2-furanylmethyl-, 3-furanylmethyh 2-tetrahydrofuranyl-, 

3- tetrahydrofuranyl-, 2-pyridyl, 3-pyridyl ( 4-pyridyl, 2-pyridylmethyl-, 3-pyridylmethyl-, 4-pyridylmethyl-. 
cyclohexyl, cyclopentyl, 1-cyc!ohexenyh 1-cyciopentenyl-, 1-cyclohexenyImethyl-l-cyclopentenyImethyl-. 
cyclohexylmethyl-, cyclopentylmethyl-, 4-H 2 NC 6 H*CH 2 -, 3-H 2 NC 6 H4CH 2 -, 2-H 2 N-C6H4CH 2 -, 4-(CH 3 ) 2 N- 
C s H4-CH2-3-(CH 3 ) 2 N-C 5 H4-CH 2 -, 2(CH 3 ) 2 N-C 6 H4-CH 2 - i 4-CH 3 CONH-C s H4CH 2 -, 2-CH 3 C0NHC 6 H4-CH 2 -, 

4- CH 3 S0 2 NH-C 6 H4CH 2 -. 

11. - Compounds of formula I, wherein: 

R 1 = phenylmethyl. 2-phenylethyl, 1-methylethyl, methyl, ethyl, 

R 2 = H, OH 

n = 2 

2 = CONH 

in which the R 3 (CH 2 ) m radical represents: 

C 6 H 5 CH = CH-; C 6 H 5 CH 2 -, 4-CH 3 C00-C 6 H4CH 2 , 3-CH 3 C00-C€H4CH 2 -, 2-CH 3 C00-CeH4-CH 2 -, 4-HO- 
C e H4-CH 2 -, 3-HO-C 6 H4-CH 2 -, 2-HO-C 6 H4-CH 2 -, 3.4.5-(CH 3 0)-C 6 H 2 -CH 2 CH 2 ^CI-CgH^-C^-. 3-Ci- 
C S H4CH 2 -. 2-CI-C s H4-CH 2 -, 4-F-C fi H4-CH 2 -, 3-F-C 6 H4-CH 2 -, 2-F-C 6 H4-CH 2 -, 4-H0-C 6 H4CH 2 CH 2 -, 4-CH 3 C 
00-C 6 H4CH 2 CH 2 -4-CH 3 -CsH4-CH 2 -. 3-CH 3 -C«H4-CH 2 -, 2-CH 3 -C s H4-CH 2 -, 4-CH 3 0-C 6 H t -CH 2 -4-CH 3 0- 
C 5 H4-CH 2 CH 2 -, 3-CH 3 0-C s H4CH 2 - t 2-CH 3 0-C 6 H4-CH 2 -, 2-thiophenyl-. 3-thiophenyh 2-(2-thiophenyl)- 
ethene-1-yl, 2-(3-thiophenyl)-ethene-1-yh 2-thiophenemethyl-, 3-thiophenemethyI-3-methyl-2-thiophenyl-, 5- 
methyl-2-thiophenyl-, 3-hydroxy-5-methyl-2-thiophenyl-, 3-hydroxy-5-phenyi-2-thiophenyl-, 3-methoxy-5- 
methyi-2-thiophenyl-, 3-methoxy-5-phenyl-2-thiophenyl, 3-hydroxy-2-thiophenyl-, 3-methylsulfonylamino-2- 
thiophenyl-, 3-methylsulfonylaminomethyl-2-thiophenyN, 3-dimethylamino-2-thiophenyh 2,4-dimethyl-5- 
thiazolyl-, 2-tetrahydrothiophenyl-, 3-tetrahydrothiophenyk 2-tetrahydrothiophenylmethyl-, 3- 
tetrahydrothiophenylmethyl-, 2-furanyl-, 3-furanyl-. 2-furanylmethyl-, 3-furanylmethyh 2-tetrahydrofuranyh 

3- tetrahydrofuranyh 2-pyridyl. 3-pyridyl, 4-pyridyl, 2-pyridylmethyh 3-pyridylmethyl-, 4-pyridytmethyh 
cyclohexyl, cyclopentyl. 1-cyclohexenyh 1-cyclopentenyh 1-cyclohexenylmethyl-1-cyclopentenylmethy(-, 
cyclohexylmethyl-, cyclopentylmethyl-, 4-H 2 NC 6 H4CH 2 -, 3-H 2 NC 6 H4CH 2 -. 2-H 2 N-C 6 H4CH 2 - t 4-(CH 3 ) 2 N- 
C 6 H4-CH2-3-(CH 3 ) 2 N-C s H4-CH 2 -. 2(CH 3 ) 2 N-C6H A -CH 2 -, 4.CH 3 C0NH-C 6 H 4 CH 2 -, 2-CH 3 C0NHC e H4-CH 2 -, 

4- CH 3 S0 2 NH-C e H 4 CH 2 -. 
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12> Compounds of formula I, according to Claims 6, 7, 8, 9. 10 and 11 1 as well as pharmaceutical 
acceptable salts thereof, preferably chlohydrate, bromhydrate, citrate, tartrate and maleate. 
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